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(57) [gfl] 

^K;l/ST?3 7°CiCfc^T9 0 0d©7.ktt*gfr?£fc<fc»? 
1 0 Orpin T*il£Lfdi3\ 1 BffH&£$ 1 2.5%~#J4 
2.5% (fit) (DSM'J (*e*^F£BS3iS) fcjRtfi 

u 2Wit^2 5%-i56 5% mm) mmm 

m U 4 B# K&K*?] 4 5 %~8 8 5 % (fifi) ©ffitt 

mmi, 8mmmm6o% mm) *m^%>*¥ 
p h ^ e> «as l feBiff k to <o , ^.mm znm% 
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0 4 8 12 IB 20 24 20 32 36 40 44 48 



immi] m<n, m&m%mmmmm\xh^ 
x, immm%u\ mmi^wit^-t^^ mmm 
xtt%<Dm>b&<o , nmmmmx\mmmi^ v y 

USP<0/<h>Sf3 7°C|C1*5V^-C9 OOmKDzK 

mmam (phr6~7.2«) i-ino or Pm x 
jus i mmk^mn. 5%~^42. 5% (as) 

KSrScttJ U 2 l^raft ICJKJ 2 5 %H6 6 5 % 
(fii) ro^-f^KSrttWU 4Bflfflftfcil&4 5%~ 10 
^8 5% (Si) (D*?^ KSrJkWU 8tfMftfc6 
0% («*) ^iStft^ KfcttWU 

KtBiMfiUfC^c pH«>& Mas lt $ 19 , 

$ , ^2-^8 b# w ra ice r 5 «t 5 * n 5 r t 

y, ^^'J^y, ^p^y> i/t Kp^fVy, afV 
y, i?t Kn^fc^ 77i/y;V7^y ^tiibw 20 

s 1 tatw&im 

[!I*iI4] RftftJd*, rA^Hr/na-X, T^y 

Hi u mmhmm^m^mmMmwxm 

^tiT^Sfl^iI 1 ~ 3 <£>vvf 1 iliCffitW^H 30 

s t LTiiffl zfimm. 1 ~ 3 <m vf hi>> 1 «kib« 
lit *« 6 ] m* mmm>m 4 6 4 mg 

£> t Kd^*^ fej5)c5tf *H 1 ~ 5 Wftlfr 1 II 

[ft*il 7 ] R* K*BiM&;8Sfl 1 5 mg~ft 8 0 
Omgro^t *a>b$5!t*S 1 ~ 5 £>Vvf 1 ilic 
ffi«»SSS^lj 0 40 

[ff*il8] sMMmmK 7/1^/H?^p-*\ 

7? y^gi^y-?-, -y^7->^, -tyfy, *^ftt-r 

9 1 FllSJSft 1 0 mg~,ftj 4 0 

0mg<D**i/x Ky*»fjfife5SS*Ji l~5(7)V^il^l 
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1 1 1 mmm\tK mmm-* m * * * 
mmxhmm^ 1 xn 2 (cts««sim 

U S P <D/< K/U&T' 3 7°C[CfcV^T 9 0 Omlff) 
*ttttffffi (pH^l.6 -7.2 ©W) fcj; 9 1 0 Orpm 
-Cai£Lfc*-£\ lH#f B mi^l2.5%~^42.5% (fi 
ft) 0)*V*y( Kfc&tfJU 2R$IW$iaft2 5%~$6 
5% (M) 0>*tf^ KfcScfflU 4fltrflttC^4 5 
%~»8 5% (1ft) ©^-^-r KSrStWU 8fl#P B 1t 
116 0% (fift) SrffltS^-^^ KSr^Wt, C»4 

, » 2 8 nsra ^| ir g r 5 «t 5 iciiW $ ti 5 

siflj&PiH-s r t sr^»ti-5, m 2 4 fl#r B i»«r H i, 

[ft*iii 3] %\z.&&mmiZK h<D&%t-B- 
®m&4-tz^k%t^xf&m*mi 2E«o* 
m 0 

4] mt°*4 b*mmmt>\ nv^^v 

till y</U^*?J 4 6 B#P H 1(Z)K (Cgtt * tl5 W* 
6] lie, »HS-*ffl<0R**tfc, 

* -f-K/vty K%fitm<DWSL t-XSr Ati5 r t (c i "9 
gPS4^J^M-r5rt^A,TiS5ff*iIi 2~ 
l 5»v>-f^HllcE«(r)7yfe 

[0 0 0 1] 

imm±.<om#m mmn, 'm^mm^m 

[0 0 0 2] 

5&\zm%&t>tiZ £ "9 K4ft©3ia^W^Srfi 
i ^rasttt 5 r. t [c fe 5 0 ^ © «t 5 fcft v ^ w wjS^ 

x$te\,^<<Dmmi&zm&-fz>o tot, 



(3) 

3 

# wmt, ^ffimm, -mm) , ximm-rz 

[0003] l£*cDlpattl££iJ»M^ l#J<Dii$^ 

i«§j w ^Jg £ 4T 5 „ fifl^l ir I o T 
ffitt&KflJwSK-JKttfcflJ^ Et^^ftt^iS 10 

[ooo4] ^-f^>r Kfitss^^s-efcst^^ix 
5, *;ut*ii, l 2i#[l8<z>;&fflfMMS] (bp*,, iA 

• ny^y(MS Contin)(j^M) mi ■ 
7Uf'J y ^ • # y/N — — (Purdue Frederick Company) 

[0 0 0 5] ^t°^ K^ftMMM 

tox\**<nmt, mm^bv y?x*x-mmtz~t 

is-etsrili, HEK&fcq-CfcS. 011*. tf, 20 
#03 <75»S A K»« $ tlT V > 5 , 3^H#W^4, 844, 909 
% (^f-f-l (Goldie et al.)) 990, 341 

tl-ii, USP»^KyKPaddle)4fctt/^^y b (Bas 
ket ) jfefci 9 1 0 Orpm ^'9 0 O»10*ttSlrffi (p 

1.6-7.2 W|HJ) 7°C(d*DV>TiJ^t/c^ 
3\ MK»J©4M t"ha in vitro) X<D 

MW\ 1^F^IC12.5~42.5% (S«) »t KpW 
2R#R0$£2 5-5 5% (Sft) tfifc 
4R#ffi$(C4 5~7 5% (Si) ^tH£tU 
^LT6B#^tli5 5-8 5% (Si:) jJSJfeffiSft, £ 30 
fls:^-COjSctiJ5iSi s pH : 1.6 -7.2 (DffiX p VKDigfr 
h&ZLXtS*), £f*ft My in vivo) "C# 

*y^iJ(- i !v>ft< 1 1 1 2Btraw^«^^wi^ 
ft p>ns 0 

[0 0 0 6] l#(d*3^T(i, i 2B#r H U ( 9 , bM(-ftv^ 
[0007] ^S^w^Ttt^roi 5 ttfttttfflk V 

imxmm&h6®mm%wwbfrKmt fco-cv 
tz a m&m i 5 *s p * tr^ KfltJinsi 

fflii, 4-6B#p H ^&4-f5£^fc^ 1 2» 
K4» j; <9 «Jt^/>^i,^j[J 2 - 3 W4>d>?>£ft£ft 



4 5 0 5 6 
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[0 0 0 8] $-0*?, <)>t£^m&x<D&5-^wm 
n*t°*4 mmmomnnx u) 1 a s fc o «»s 

-f/U&i;/X(if5r^^ro^^^LTV^5*\ (b) ft 

[0009] b°mffimv>*t°*s( mMt<D 

co«»jil (PC A) £.Si:*ti5l$lca4t5 
(PRN) S^-irJtKL-C, ^■fd-W K«**io^Stt 

ii©ft4*jfet>@3£*ixfclWWSTtt/j:<, trL5, PR 
Ntt, B#^P c A^ijffl tTl^Jg4ro^ 1 ftfflfflit 

-tmmmn <d{±mx<d p r NS4?rt 5 r 1 1?*> 
s 0 

[0010] 

n B pR^Ht^lc:^at6fcfe»77ft&W'^fc^-Y KIM 
[0 0 11] **M©ffi»S«Jl4, 5?«fa»^tt& 

[0012] *%m<»^Km(DBmi, ^5K^rojsca 

iiALSft^ti/i&ttilip^t: 0 ^ K^J^^fttSr 

[0013] mLtzmRxi*t<D\m*%m\c£«)m 
tix#*)s 4^(in vitro) xcDrnmrnmrnM 

ilK USP©^K;^T*3 7°C[r^^T9 0 0ral»7Ktt 
'4mm (pH^1.6 -7.2 (Dffl) |r«tU 1 0 Orpm X*W 
ll^MS^ttl2.5%~ft42.5% (fift) CD 



(4) 

5 

m 8 5% (S*) <D*tt4 KSrftfflU 8I^KS»-6 

ScttJiiSlillRWlJ: pH^t bTfc <9 , (i 
n vivo) 7;1#bft5!^t°^ KWiMftW^^g: 
SSS^rflSm $ 2 -ft 8 NPMora^fir 5 i 5 K« 

[ o o l 4 ] ±!Ebfc i o (c, ^SOtOI^?* b< li* 

mmn*t&o ft$L^*v*4 kkwc, t k io 

/?h*y, ^P^, --o-f^ ^tF'o3fV 

(rauagonist)/Ty^ =?~* h (antagonist) CD^l-p 

[0015] USP©/< K/l/Xfi/<** y hft 1 11, 09 
*.fJU. S. 77- ^-YT (U.S. Pharmacopeia) XXI 
I U990)(;:iE*£ftT^3^K;k&l^*^s/ h&T'fc 20 
3. 

[0 0 16] *IS^«IC*3^T, rHK^^pH*»6> 
l±$ft&j iti, fc5^m*sv^T, fJx.fi, pH=i.6 

(i, pH=7. 2 (USP0/<hVi'Xfi'<**"y hfefcffl 
l^T 1 0 Orpm t'9 0 0miro*ttttSf»[tf'tf, ^ffc^f 

ai£Lfc*H0 T?»w$nfci:«)ffiaas, 10% (i 
[0017] *ma, x, xmofeommm® 30 

[0018] *^0^w^ttiSiJ«gp@{«^M^ii, 

^*wiiMt4j*f3ttbKbx, m?mz% 

£ * 3 r i ft < , mm (dffi^- B <D$#i:-t«t 

wa^tt 4^ t Jt« b t , ± 9 * # ^3b*##*H © 
&WSiJ«ISu@fls:S4M^ffl1-5r ifcU: ^tfefl 40 
3 0 

[0 0 19] 

-< mMmmmm&^mmK $2-$ 8 

^raoratC*^Jlil|||U^I/ (IP*,, Tmax ) * 

bT&£b<fi, ^4~^6B^l-t^;«i/ 
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3„ 

[0020] Hirx, #&i8w&4S!0PJ0>*£l~fi, f& 
LtfLtf#o-CiEw5ftht^, "list, XfiK^»P]B# 

[0 0 2 1 ] ^fc^ KSUIHSr, p H : 1. 6 

~7. 2 <7» p H|C*t bti#,-f-5 r t <C < »4 LfcB 

[0 0 2 2] gP^-t°^ KSWlii, » 

4;L3 0 wfcfc, ^^ferol^Jii, ^*ro5i» 

tenant m$v>- B^tz*) o^4mx\ 'mmmm^ 

iSfeS4"et5. tot, *fP^©2 4B#ffl&4il#J 
f±, r^-f^ KWifcftj #-c§5. 
[0 0 2 3] *«W«)«Ptt4-»»Jtt, Witt, f^-i? 

^JtbT#ftb5 5o #Wf*bV«(i*5VNT, ft 
[0 0 2 4] -otO»*LV«[^fcV^T, 

oiitw^ Kgpsn^fi, f&afwustt^fife 

tt, j^4~*5j6 4mg(7?^ggt Kn^/P*ySr^i-5 0 
(it Ko ; e/^*^iSS^tbTv^■ct«t^. ^-t°^ 

[0 0 2 5] 0iJx:fJ, ^-f^ Flli^tl^f, 
*^ro^(UWfiJI?.RS4-M^}i, ^1 5m g 
~^]8 0 0mg»^/Ut^^a*1:^1-5 o 
[0 0 2 6] ^t^-Y K««l^^-ar->3 HV^ 

mg~^]4 0 OmgW^-dri/^ K^Sr^f 1~5„ 
[0 0 2 7] 5a— ■ 7=^* Knu-agonist) ^t°^ 

•7=r=^h©«l0»3IA»bfli©t<7)^xL5»&, tut 
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[0028] *%w<nmL^mmmn\z&^x, mm 
um&smut. mmmmmz-m Ltztmf&ft*^ 
%-tmmfrb&z>o mm omit, m^m^^ 

TJ:<*PbtlTfc^, $RI4\ 0.1mm ~2. 5mm <Df$(D, 
#(C0. 5mm ^2rnnnmoM^^ir^M^maM^-r 

[0029] «£ij}4, »*L<li, y^mm^tt't 
4 K (Xli^WiS) <DK0i£$ffl£ftfc&S^1W-5 
m% <T> 7 4 /U&X'Wm £ ftf V ^ 2)c r (7) 7 ^ 

«\ ffirotfi*£ft-0^ttfCi*i^ ±fB(c«IfitL 10 

fc£ft^ t>p) -e^^ttsM (ii$ra&0ifc 

ttJjSSl2. 5%~42. 5% (a*) £»r3J;5 

fls-ejg^ Lit y 4 ji-j* *mm-rz> -ti^mx\ nm> 

[0 0 3 0] -owffi UV^H*1B«t*5V^T, **W 
l47K»b»tt^<DSf!7j<tt<7 <> * *84j*4Wfctf rft 20 

b W?g£» b ItR £ ftfc$?7Ktt (hydrophobic) fcffC 

[0031] L^mmmm^^x, mmt 
* & 4 z. 5 im fcsiart s * xmt s . 

(4, {*^ffi£<73j£4S^J<7»[2 (Aid) «£ft 
fc8f!S&fK fliRtf, 4 0°CWMit&^7 5%W|@^S 30 

WlLfcS4-MSi|^?l (ft 
H) £*:J*tSrf5r£K:«fc!9ifcj£;*ft5„ rft^SM 

mm WKJB07/814, 111 ^-Xt«B07/826, 084 
WfclEftSft-CV*. 
[ 0 0 3 2] *fPj^£^T«t)i LT$ffl£ft5S$ 

*fflffii«iJSr#Sfcfe(^ Sfcfls (Xfitf-X) , 
[ 0 0 3 3] imM§!iflJ£®5fc*^ ^SJlffiMiJ 



SH#f4> l»7;^vt^n-X'tt/jfyv-5: 
^tf{t!l<Dir/Un-Xt47Ky -7-W*^Wfffi1-5^^ Lix 
ft v > L , #3S W cD«7Xtt 4< y * ft 5 ^ ^ 

Art A, d -Xro-ffiX fi£3|J#infc $ ftt i^T t <t v \ 

[0035] u^siMii-fc^-t, 
^iiifiijwss^j^bfiScs^xtt^ y -?-m¥mm 
■mmirt yn4B# 9, rftirisjtsftfc 

y;Hfc*fi£ft:, ^ * * y /ugM ^v^S-g-ft, 

9 9 y ^sfe* ?vk *a£$, ^ * * y a#*si^ 
^9 9')ivm^)^%^ *9?y;i<m&m 

/ 9 9 y ;^7 5 J 7/U^/U*fi^#:, ^^^y 

7^*s^, ***y/ui^3vu*s-g-tt, ^y (7 
^y7^ss) , *°y (^^^y^w^) , /^^y/^7^ 

^7 5 K#S£ft, U9 9 V , t' 

y V99VA&) , ^^^y/^^K 

ft, #y (^^^y^HK^f-^) , ^y (^^^y^K 

p*^) *t#ft^ #1)79 Vfr7i.h\ /99 ] J^m 

u/99v m9 y •> vjv&mswmmi feft5o 

[0 0 3 6] fc5&4U^Hlt1B«I^V^, 7^7 y;W 
^^y-7-(4-^L<(«ft^±£757y^^^ (ammoni 

o) /^^UA#3:^7 i /u*a-&fr*»p)rit5 Q 7v^=- 

■Cfct), NF XVII |CfE«£ftT*3 9, I4|7y^ 
^i=>Slr^*^t57^ y/U^&WV^^ y/Ufcx* 

[0037] («) mztzM^^ m 

%^/Ht(D%4m7y^~tJ±mo)£oMmmm* 

mhLfrZ, 2m%L<\$ZhSX±.(D7y^~*J9 
9 y/W^^T/W#a^ft^, ^tt» (^^ meth ) 7 
* yy^^x/W^AtSri^gi^ftTtJ: 

[0038] nm?mt° y ^-»7Ktt^w^^i* 

-<D7Ktt53Wl-^ft»"5Il^JlrmJDt?) 1 
-XflffiS[tW^Jl5V^9^tel*flltS:lrLT*i»), at 

JP$ft5nrffi^J©»(4, 7>fyi/Am»J©*«l-*<J< 
«5 0S*%-efc5„ L^Lft^fc, ^Il^JrolStt, 



[ 0 0 3 9 ] ^;H?^P-X[cMt5iISft^TI» 

-SIMM mm, Tir^Hb^/^yirU K, 7 9Mk 
tfcft SfciS (d tt+ 5 W (d» £ L ^ W!flJ -C fc 5 o 

[0040] ^*kw7^ v ju%m£W-<nm%te^mm 

(DMbLXtt, pgj££ftfti^ to*.ti9*yWLh})=- 10 
^vUNF XVT, ^iy^MJ7f/l4«^>^7 

7^A#v>7'fvK &m, 2-7 B nt°i^y^ 1 ; n 

-A^tfPjftS, 0iJx.fi, *4 Yy¥y KEudragit, 
SAffiflO R L/R S ? y J: 5 47^ !) ^ 
7 ^ A- A 7) >b ffM £ ft 5 7 i\> 2* <D pJ iitt £ 1 5 ( - 
WlS^r i^|IiS$ftT^?,{t!lW^mfflt LTii, *° 
yifi/y^'Dn-/^ /ofuy^!) n-/K 7^;u- 

[0041] '>i:w*;^&}®to1"5;r£fc,fc»K 
* ic&mmmtfm-rzmfo *ft § 

[0 0 4 2] x^;Hr/Un-X(D*tt^f«rf!lRp R p<D 
-0^7?7 = - h (Aquacoat , Sftffiff, x7 • a: A 

■ •>-o-*"i/-v , 3y, 7 ^ y^riw 4 7, 

*P-X&*-^ftttt$8&lC$#U &V^dft 

5„ ^MftJiiS^Ifl* [dj«fy 77 1 y * [ciiJfAL 
ftot, dft£t«iLT{£ffl-r5(dfcio 

■c, 7?7^-v *mmz.m%tmwM t 

[0 0 4 3] xfvU-fe^p-X©te©*tt£**i: t 
T, ^aTy-^CSurelease, SMI, *7^y. 

-f^^>-77 F\ ^i^f^Vyf, sty*/ 

r=-7, m) mm&bLx%®xhz> 0 :©ss 

fi, S^lS^ld^S{MSd^ffi3lJ£^ALTS«§£ft 40 

^ffl tfyjym (ommm^m-^u^ b Lxm 

L#5*tt^S(Si LT#?jft5„ 

[0044] -mmL^mmmmfc&^x, 7?v 
]v%m^mtM^WM(Dfmx\m 3*13 r * y >mf 

myyio-XM, *fttt, 0y*tf, p-A-7 T -v 

(Rohm Pharma) T^t^ K7=¥s> MEudragit) <£>F§p B n£ 
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MEudragit , RL3 0DMt-f Yy¥y V 

RS3 0D {W\) ^OS n B ^ ^-t^ft^'ftm^$$ftTV^S, 

K5*y HRL3 ODXtra-'f K9^y bRS 3 0D 
}i, '>*ro4»7^~?i*fi£^tf7^ y^tf** 

ft*/ Yy^y h R L 3 0 D <D^a\i 1 : 20f&^ 

hRS 3 OD0>#&fil : 40XhZ> o ¥ 
J$$H*i*&150,000 TifeSo RL (iSjSiitt) RXfiR 

£^to hRL/RSjg^ftli, TK&tflB 

[0 0 4 5] *»W©*-f K7=¥s> FRL/RSMI 

n# s fc «> id . t®m 5 fjtm <Dmx h ms-t 5 r 

3fa©ttttJffl»S!»KiJH:, «?Ltf, 
7=¥y hRL 1 0 0%, ^ K7^y hRL 5 0%^.^ 
K9*y bRS 5 0%, RUt^f Yy^y f R L 1 
0%5.t>'^ K5»¥y h R S 9 Q%ti*bVm$]fl,Z>Wm 

•i«^fe#bft5o tfe^, ^M-tt, nm * 

4Yy*ryhL m&%) %<D{&(D7 1 V frtfV 

^x%&b^o^b*mm,Lx\^xhho 0 

[0 0 4 6] J|j!i;57^!J/H»iii7y*-roffi»**a5 
v\ 

[0 0 4 7] BfcMttf y -r-K>*tt^»SS:, 5( - u 
-< (Nu-pareil) 18/20 t'-XCD £ 5 ft^ffittSI^ 
fflf-Xro^i^t/c^ #bft5«ftro$£{k 

Srif7f-y*7°i?/KdAft5„ 
[0 0 4 8] *«WroSS^$ftfcScWfflii^K^ii, 

y -7-W7Ktt5>»7:«t5ft^^I1-5 r. b Id J; 

MvmumZ%%.i~& z b id i v) , #Jp^5>xiiK® 
fflSrSSSPfSi iridic ^jt77?£&tl-r5 d t Id J; 

[0 0 4 9] ^WidStt^^ulM^ft^ftfflXli 



11 

icftioT, t Kp^*ywt*-X^rog^£BM3 

f4£*fcV\ fc Kp^v^p t"VM fvHr /Up -X (H 
PMC) *ff«r£|r+$±fiMfc«:, SiKKSSajgLTtJ; 
<, LT, M4t-X(c^ft£jgffl1-5j|fik: (W*. 
«\ ftiHtPaWfl) ?S££fi?>„ r<D^»Jrot--x^ 

11-5 r fc *s-C# 3„ K^iJliSH4^<»^M^ 
[0 0 5 0] tKnW*y©HPMCt OrSfcJ: 

/V>%<D*!Mm$:$%tZo T?7=i- h(Aquacoat , jg 20 
p b p£) Xf±'>a7y-^(Surelease, $p b r£) x 
3vHz/H3 -X^fclB-g- Lfc7ktfc3»£®ffl tf 

8&*P't3&5«:fcl>\ S^tt, K7*3> KEudragi 

t , fg n p n^) <7U5fc7*y^#yv-£^fcga£L 

fc*tt»tfeiBtS:ffiffl1-5r fc t>W?fc3 0 

[0051] ^mormmmiz, imam, *iwmr 
gijrofcfetd, Mmi&tttzttw* u\ ?&* 

fctt$#<D$iS£££LTfc.fc<, ^^««7ktt^°yv 30 
-W*tt#1KiKfcto*.T*feL-Cfc.tK Witf, 7;U 

u 7k-Mt* D y ®? Lxtfe 

T f 5 5 ® S & * £ (OUM i^ffl 1 5 

5. 7* y^TKy ^-©*ttfttfc«*:ffiffl 
LfcSI^<DS«f &t5m%tf&h LT!4, zgtffc 

£*A1-5fc, U^lxft^b, ^a#J<Dl®am^i|^ 

[0052] tt*tt#y^-0PTfflfc*tt£tt»tt, m 

fttLT, ^^-(Wurster) Sftl* X i^M£JE 

£fu ^fttt, T^b&\*ii5^«)*«jis, 7^ 
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»4 L < (4, «7ktt*° y ^-ro/kttftl^^&I:^ 

^ (Opadry , ®&%) <D i. 0 t£jm^M<D±m *) M# tf 
-XfcffigcfcSffli**^. rtf>±&(9f4, fcfc*/>LT' 
h , t - X<&®& 4" gfttt $ * 5 iC&ffi $ ft 

So 

[0 0 5 3] &fc, *MLfct*-X(4, fe^t^J(Z)$ 
£fc£ftfc$HM£#5fcfcfc, WkSixS. 
[ 0 0 5 4 ] 4 0 *T\ $7ktt*° y 

s^ttroisiofcfecw-cfcofc, #fc, 

fci4^ft«±ffittftl^FJTM»&iiiE] (AH) Sr#5 
fc fc fc N ymWA^ KW&m 1/ ^ -ttt iblPWJ £1 
ffiLfc*^ H#fc£^-Cf4, M&mflf4fMfc4 

[0 0 5 5] rwlBIHtt, *?SP>1W, x^-fe/Un-X 
<D7k14^ti(«^^tii$iJW^Jt L-Cftffl « 

p-X) »^5^te*Ja*J;5fc!(EV^ffl*-C, ^Ltft 

6 o%~^i o o%<»i®nng.x\ mk<r>te&\zwikt 

[0 0 5 6] *^^*LV^JfeS1ilCfcV^-C, if 

5 HJSfiJt Id *3 s if^D- X(D7ktt^>ti(f«"t 5 
IMtfcSS{b4^t)(±, »6 0°Cro?£gT\ S6 0% 
-ft 1 0 0 %»f@/f®gTft 4 8 -ft 7 2 I^KWJfflMs 

Xw«^&5 0 L*»Lft^fc, ^Sfc^tLS^j^ 
"C, $^b$tifc4fi)cft^#?)fcfclc:tt, ±IStfc?a 

«, mRmmmmx d tjev^fc* 5 r fc s^g 

[0 0 5 7] feffiW(i(4, ^ K7=¥y h^MK^JI^o 
V^T»±|Effi^tt, 4 5°CT-2at 

-V (Rohm pharma ) £«fc !J tf2t£*l4o fSJ^^fe, t 

ixttHfr© 2 0 %»7k¥-c-^ h y ifvuT-BlMft; 
$ttfc^ K^^y bRS 3 0D»7y7^»S (T 
g) iUfeKv^fc-CfeS. d(7)-fc}4, BMkii^ #38 
K w HJfef !l $ tiTHK * v n 5 4 5 id , jff » (c: 
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&&\zmm-t z * x\ site & $it s r 1 <t u # & ti 

#JxJi, It) 2 4^KXI4 J tix£Jl±T*ifol9, * 
ti^tH4^^tf5fcfcl^ *MSH£5fftIfMro 10 

[ 0 0 5 9] 7^ y^ft«*^BSt5**KWjif*U^ 

sit*, iriiftsnfcT^y^^u-r-roTgSria*. 

^ 5 ^ , ^B'j »i»;o^t viz ® om 
ii nift w a £ $ n a „ ^ <z> h s ti ^ 

2 4-^48 Bf iKjwjtflisjfT 5 r t x 5 #5 r 20 

£j5£ftft, 2 4Btr B U l 9 09*.tf, ^24~^4 

[0 0 6 0] ^P^cO^(±i$iJ^§J^^^W?^ffitWJ 
SS^iSttS I i Id i U , lldf^^SltFJTSwiiSldl 

SIts r t 5 0 y W^icM 
T5Jt*f2, fHi(7)H^(DtfT% g*£ft5$ttM&T/ 30 

[0 0 6 1 ] ?LffM#Ji LT«HgtS&fflSi«58Jtt*F« 

xmm^hx<, mmn^&^x, mmti, m 

ii*ti£A±<o£;M4# y -v-^ b^Sco x ^x h i. v \ 
[0062] W^wj^fiplMidte, 

xj>d^<nmmmz-%ts-t^mxhz> 0 
[0063] xmnmfflww&Mi., tfv-r-mx. 

*5l/>T#-#*- hS^«fe'3jIL#ftt5, #Atf>g? 40 

wjii^y^^x^^^s^y *->K^-h4Soj:5 

fttf^^t^tfrt^M^feSo 

[0 0 6 4] ^;±ii«jii, ^iiitt^y-7-^b)So 

[ 0 0 6 5] fe5»*LV^Jt]l#I^^T, tk&mW 



WM¥7-1 4 5 0 5 6 
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V\, aS&ll*Si|#f^3, 845, 770 ^, |5]i?3, 916, 889 
ISIJB4, 063, 064 Rtf|RlS&4, 088, 864 

5. fflS&tt. Hft, 
Eft, ffiR, *^W<0tofflfc5^tt**LTVvtfcJ: 

[0 0 6 7] tero^milildfc^-c, 

x, Tt 0 ^ K^pHfiilii^Tld?4irLT^ait 
5, »WiH«i^hy y^^Sr (SJttiSiJWMl^qx.T, 
XBtoftbOW ^iJlLTtctv^ i6&ttilW-7 h y v 
? x^tth&mmmiat, (a) =fA, ir;un- 
Xi-t;K 7^ y;^fflg&t>'gefM^l^ro, 
^n^WJKyv-roffT*, ir/un-X 

*>->7^^yH?;un-X^^^ uv\ SpSIMIPJ 
II, 1 %~ 8 0 % (Sir) (7>'>fc < t 1 flWH/KttX 

liB^Tktt^y v-^^LT^TtJ:v\ (b) UK 
t^, Ilte^7/wn-;p s Hl^co^yiry/U^— r/K 

0 (C. ~Cso , #|dC, 2 ~C» ) L<tt# 
■*Kil2**o 2 5° ~9 0*C©ra(OillljSS:*1-5^H 

tt, 6 0% (S*) *w>4< 1 1 la^^kt^T 
V^^kTk^Sr^LTV^tiV^ (c) *°y7/u 
^ uy ^-yn-/U 0 gqSl^Jll, 6 0% (1*) 4 

w>4 < t fc 1 ffiro^ y y =j-^sr^ 

[0 0 6 8] -o(D#|d®^ft-7 h y y^^ll, '>ft< 
ttlSW7X#ffit Kn^^/U^A'-feA-P-X, />ft 

<Hil©c, ! ~c» , jfiKitCH ~c 22 roigte 
jsr/un-^t;, FjTSidi^, {j/ft<ttiffi»^°y 

n^-y7/W^r/Wir/wn-X(i, ^f^L<ft, t Fn^ 
7°n tVHr/U-n-X, t Ko J r>'7 B Pf/Mf^t/l/n 
-X, a^Wldt Ko^r->if/H?/l'P-X'f©t Kn 

(C, ~C 6 ) 7JU*/U*frv-Xfrt}f$,Z>o 
BJrogPS^^JId*5lt5^>ft< Hli©t Kndf-> 
7^=¥;Hr;Un-X(D4tt, fc«3t>tt, S*$ti5Tt° 

tiffi©JHID5K7/U3-/Hi, 0Jx.tf, 7 1? y ^7/1^3 
— /U, 5 y ^fv^^p-A-Xli^y^ y ;v7;v^~-jv 

xh^xh^\ Lfrtfitfib, ^mmmwmm\ 
(Dmm* L^mmmm\^^x\x 1 1> 

SIM^7^p-/Hiirf-/W7^3-/UXIi-ir b^77 y 
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otitic ztiiz, %ku&mmm^te< t^mm 

(ctft#-T5 0 '>ft< fc 1 ii©*'y7/^uy^y 3 
-/WftLftv^Kli, gn&a&SiflJli, jf4t< 
li 2 o %- 5 o % (M) <?»ft < t t> i WDimmr 

(nmriv^vvfy 4>ft 
< tfc i«»M£7/^-^fc^ft< it iaojj?y 

2o%-5o% (S») -efcsrtisjfiu^ 10 

[ 0 0 6 9] -oOHIIttW, #Rii, 
fc h lgrot Kn^r^T^^^-feyWn-X'XiiT^ U /l/ 

W^OtW K^ttlllt^^tSo '>ft< th 

1:2-1: 4-efc5Ii^*L<, 1:3- 
1 : 4ro|5fflWtb^#Wf*tl\ 

[0070] '>ft< fct i«rotfy7^uy^y 20 
/Hi, #y 7°PtV^'y ff*t 

<(i, *yxfuy^y=-;v-efe5„ '>ft<fc>bi}I 
wjKyr^i^y^y 3-/i/»SkspJS^*i±, 1,000 

~15,000t : -fc?)r.t^&*L< > #tCli, 1,500-12,0 
OOT'fcSo 

[0 0 7 1 ] ffliroaa*ttWSiJW^ hV vt^tfL, TA> 
dMHrA'P-X (i(:if/Hr/^-X') , C. 2 ~C 3 6 

[0 0 7 2] ±!E0>fi£ft{Cjnx.T, ScMffiv h y y * 30 

«T'fc5 N mmu khgm, jg&s&aj, 

[0 0 7 3 ] *^|r«t5HflEW»WOT$nfcgPS 

lets , w » @{«yifi5ij«®g p wpsi 

l«w±££*IAT5r fca»b$5 0 vMJ 5/**^$ 
Art, (a) '>ft< fc fc l«»*»ttb KP*-/fe/H3 

MU (b) J&RtoSr'&trfc Yu^sTfr^jvKiw 
-X£, />£< ia©Cn ~c 3 a ollK^7^3- 
/ufc^U ^LT (c) fiffMli J; >9 , Htt**BE*t 
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[0 0 7 4] mm<Dftt> <9 ©mMM*!^^ 

fcfeiiflt-feA'P-X-W* LV\ ilS^g H B H Kir;Un 
-XlCtt, 0|*.tf, 7t*-fe/l/(Avicel)PHl 0 1 (Sjift 

t LT^T fc J: V \ y v-0> J; 5 ft 

il^iftf^Jfi, 3g^<BKffi0>S$*K&fcTfc;b5 o 
L*»Lft*Sb, t Kn^i/7 s PtVH?yUD-X(Dj;^ft 
TKi^ttt Kp^MS^/i^/M^up-Xt)^ U\ 
SI- (xtt, , **Jtt*^«stto>Kyv- % #tc 

^*°y-7-, 7^y^3zKyv- N xh^?vhz/hj 
^roJ;5ft^ra«!-fcv^-r, gtttilij 

WMl^rt, fflt, (a) 7^X»!«t7^ 
^-^fcO^t), Xrt (b) J/x7y^Xlli?>fi4 

[0 0 7 5] 

v\ 

[0076] atffll 1 

H C 1 8 meMSJ - 7 ^ 'J 4f U -r 

1. mmm$o *ct Kp^/^y^^srM»t, 

/>Ky^(0padry)Y-5-l 4 4 2, y^htV^ 
7-^^miSl D B p, ^*b*V:/K pa, 

tVHr/Un-X, Z^ft^^y, *!)ifl/^!/3- 
/k&.lFD &Cl/-y KN o . 3 07/u5-7Al/-^r?rt 

&*sjpu ^tT^iBt^mtf-rsrfciiJ:^ 2 0 

u-pareil) 1 8 / 2 0 tr-Xlr £/U* ^ - (Wurster) -Y 

[0 0 7 7] 2. |gl0±gU o E^L/ct Ko't/Wfc 
y t--X(a^V^•X 5 5%w/w#t»»^ (Opadr 

y) • 74 Y • tfytZt/uxf-sfyf—hZm^Xt 

m <o Ltz 0 z <D±m v mmmmt t/t 0 
[0078] 3. mm^-m, JBi©±aus:Lfc«, 

t Fp^yt-X^, ftv^tf, ^ K7=¥y FRS 
3 0DlWK7^-yfRL3 0Dl, RStRLO 
Jt*S9 0 : 1 0»l^J^«^fc L-T5aft%»ft 
*afcft5i5iCl^Lfc 0 ^ K7=3fy MgjgffiHH 
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f y * -e 5 t tt 5 <£ 5 \c 9 ( y 

tLtz 0 

[0 0 8 0] 5. mto *»±»5W^57ft, tK« 



(10) #H¥7 - 1 4 5 0 5 6 

18 

t Ko ^* ^3SS-e^« Lfc. Ifi 1 tf> t-Xrot 
[0 0 8 1 ] 

mi) 



& ft 



;* -i\\t<{fr\ 8/2 0 

;*'<K5>r l t e 

*/«K5>TL t fcf>$r 
#4 K5^-> KRS3 0D 

(KMttft) 
*W K5¥s> b R L 3 0 D 

CttMttS) 

*/<K5-f L t fcfV? 



8. 2 
73, 3 
2, 1 
4. 4 



0, 4 
0, 8 
1.8 



[0082] Mmmzmmmm i k?*? h * 

77. 4 
79.1 



■& [0 0 8 3] 
[«2] 



8. 0 
74. 0 
2. 0 
4. 2 



0. 4 
0. 8 
1.7 
4. 8 





m»B8 


2»flg 


man 


17. 2 


48. 4 


28 S 00 


16. 8 


50. 6 



8 HEW 






urn® 


93. 3 


97. 2 


98. 8 


98. 8 


95.2 


99.0 


1 01. 9 


102.7 



[0 0 8 4] ±EfS 2 Lfctf'T K7 =¥ y b 

IM\ f*^£3 7°C/8 0%mm& (RH) (D^ft 

[0085] mmm2~4 

KMffit Ka^y 40 
HC1 8mgM£l|-^fvH?^P--X^g 

umii 2-4 *sxt<d i. o imm Ltz a 

[ 0 0 8 6] l. MMZSo 7k\zth'vw*yfflm 

&i§fl¥U *v<K9>f(0padry)Y-5-1 4 4 2 % 
PA, -tixttt Kn= 3 rv'7°Dt°^^^-fe^D-X, t 



I'^ya-A'XUiDiCl/yKNo. 3 0 7A^~7 
A^^r^tf) &8sJPU *LTftl«tft5: 

iictu 2 o%w/w(Dmmmmz^t\-i.<o, t k 

/NU^/KNu-pareil) 1 8 / 2 0 * y a <D tf-Xfc 7 

[0087] 2. ssi©±ai"3. ia^tfct kp^* 

ybT— XfcftV^5%w/w##l;0>;*v< K7-Y (Opadr 
y) ■ y<( h • tfy*«r*/U**— f h&JBl^C± 

[0 0 8 8] 
[S3] 



& it 



(id 
attttfcr-x 

* -'-?W;H 8/2 0 
*/<K9'f L t 
*/<K54 L t tf>? 



#P?H¥ 7- 1 4 5 0 5 6 



% lg/TO 


8. 7 


8. 0 


83, 9 


71.0 


2, 4 


2.0 


5.0 


4. 2 


100. 0 


88. 2 



[0089] 3. mmmiSo Bi»±^osrtfca, 
hommm.mz.ttD 5%, io%sifi5% (his^j 

[0 0 9 0] 4. fj!^ 0 IS^iJl^cD^Tt. t'-X 



* [0 0 9 1] 5. %2<D^m a 5ffttfct--XSrSM 

w/wMfii/i5J;Ui5Lfc 0 rro±&9£#a 

Slat 5%, 10%, Rt)tl5%(D7^73-h 
$fS£^t5t-X(7)ft^ia£ll, «T<7)S4, S5& 

[0 0 9 2] 



£ It 



t ko*^* Ottawa 

? -/<H/H 8/2 0 
jj-^K^L t 

t fcfV? 
7i>73-hECD30 
CttJtSft) 

*/<K9^fL t fcf>? 



8, 2 

74. 8 

2. 1 

4, 5 

4, 5 
0, 9 

5. 0 



ihe/3M5: 
8.0 
74.0 
2. 0 
4. 2 

4. 2 
0. 8 
4. 7 



[ 0 0 9 3] 



40 [« 5] 



(12) 



#M¥7- 1 4 5 0 5 6 



[0 0 9 4] 



10K7?7:3-Hft«<Dfcr-X 

m _h 

jl -/<l/-f JHB/2 0 

L t t"V? 

#/<K5>f L t try* 
7?73-hECD30 

*/<K?-f L t bT>* 



8. 0 
70. 5 
2,0 
4. 2 



1 5^7^73 

? -^i»f;H 8/20 

L t t°>? 
*/<K5-f L t t"^ 
7?73-hECD3 0 

*/*KiM L t k?>* 



* [$ 6] 



7, 8 
66, 8 

1, 9 

4, 0 

12, 1 

2, 4 

5. 0 
100.0 



8. 0 
74.0 
2, 0 

4. 2 

8. 4 
1.7 

5. 0 



8. 0 
74. 0 
2. 0 
4. 2 

12. 6 
2, 5 
5.2 
108. 5 



[ 0 0 9 5 ] 7. M-lto fc Kn^/UfcybT—XS:, 7£V^ 

[0 0 9 6] |»J 2 : £X<Di?-Zifi 5 %CD7 ^ 7 a 

[ 0 0 9 7] HJ60t| 3:75 %£> f-X# 1 0 % W7 ^ 
7 3- MIlT'fc "9,25 %^ji^ttt'-X-Cfc5 0 * 



*K [0 0 9 8] Hlg#J 4:75 %© fc'-X/J* 1 5 %»7 * 
7=J- Mffc 9, 25 %^iiattf-XT-fe5 0 
[0 0 9 9] J§jj?SS*»*^J(i^2~4(7)7^7 3-h 

40 RXf2 8 Bfcfcfrofc. |g*SrTIB* 7 ~g 9 ld^t„ 
[0 10 0] 
[*7] 







2gW 


4BSH1 






maw 


i mist 




38. 8 


54. 6 


71. 2 


85. 7 


92.9 


97. 3 


99. 9 


28B(» 


34. 0 


53. 1 


70. 8 


86. 1 


93, 1 


98.2 


100. 7 



[0 10 2] 



7- 1 4 5 0 5 6 

24 



mm 




2t$m 


4«m 


8l$fSj 


I2BSIBJ 






mm w> 


31. 6 


43. 4 


59. 2 


72. 3 


79, 2 


85. 7 


90. 3 


28 HM 


32. 3 


43. T 


59. 2 


72.6 


80.7 


86.8 


91. 5 



* * [* 9] 

mm mm 







2lgg8 


mm 


8^ 


12BSM 


1B3IW 






29. 3 


37. 2 


52. 1 


66. 4 


73.9 


80. 4 


85. 4 


28 B M 


31. 1 


37. 0 


51. 4 


66.0 


73. 7 


81. 3 


86. 2 



[0 1 0 3] Hffi0j2~4ro±!ELfc7*73-h£8 * 
8ft«:3 7°C/8 0%*im^£ftTJil 

[0 104] W'J 5 - 8 

H3S#J5~8t-fc^T, 12A«fttWU 
4*"<?6«0*SftfcfcLfcS£K* (ll!)tr^T 20 

$88, 0. 25, 0. 5, 0. 75, 1 , 
1. 5, 2, 2. 5, 3, 3. 5, 4, 6, 8, 10, 
12, 18, 24, 30, 3 8R#M-?$SlL 

(y-/W±(Knoll) *»fcffiJ|Ri*ftT^.55?7*S?y K(D 
ilaudid) ($p b p£) 4rag<73^IJ^2«) T'fc£ 0 HH^J 
5 fiUM'J 1 <»£tih t K n * )V% V t'-X 8 mglCQ fc CO 

At 

JtlfcflJA 



■XSmglrofcro-cfca. H160!l 7 iiHl^ 3 ro#tih t K 

P V tf-X 8 mgiCQ t <7)-Cfc5 0 HJt^ 8 ttHJS 

f!| 4 <£>$t Jt t KnW*/' tT- X 8 mgHtf) fc © T* fe 5 0 

[0 10 5] ttftflAfco^TftfcilfclSft&iai 
-To H*«l5^ov^fciifc»*S:H2^i- 11 HI 
m 6 lio^T#btlfcg*^El 3 i^to %nm 7 l-o 
V^fc4xfclS*S:ia4 fcjjrf. %W\ 8 |do^T#fe 
tifc^m^BI 5 ir^to El 6 fiUJfe^J 5 (Dskm u^Sr 
Jfc«0SAfc#LT7'P -y h LfcfcW?fc5 0 Hl#|5~ 
8fco^-C It-, WTrotl 0&tf«l 11- 

IBtScL, tiHT^iS® (AUC ; Area under the curve 

<r>m {^.mmmm , &±mm (c ) , 

S0*^«lgiCpJig-rS*TWB#^ (T- ) [do 
[0 10 6] 

[Sio] 





12427 


3013 


1. 10 




6718 


1070 


2. 58 




9933 


1265 


2, 39 


^S6W8 


8 6 9 5 


1138 


0.88 



[0 10 7] 



40 [aii] 



25 


AUC 


(14) 

C ra .x 




1WF 

26 

PW@HH* 




1 2427 dt 


3013± 


1. 10± 


1. 6T± 


4«ng$&fll 


1792 


539 


0, 14 


o. n 




1 3 7 0 7 ± 


1211± 


4. 42± 


UJ± 




1381 


153 


0, 38 


I. 96 


mm 5 


110% 


40% 


402 % 


446 % 



* PW@HH ; 3MKSfc::|3ttS* 
[0108] HJfcfll 7 \m LT, **Ui 8 8 %0>£ft^ 
Wtffltt (AUC) (*ftli#S£!ftE£^«fc5ftI& 

T*fc«3 ; HltW7ttCiiiax 
S#|J A t Jfc^Ttt 1 / 2 LT£ 5 , ^Ltt.„ 

2 . 3 9 b# WiitfcRfifiJ A <n t „ 1. 1 mm t tfctfc LX 

[0109] 'J 7 * i/ y him 6 tifffl%$)X°foZ 

<7) 8 mg^7 £ v 1 -7 Krojffl.'l 3 l^Hi, ^3 0 0 pg/mW 
t KP^*yffcot -t^Sfc, JKJ3 0 0 p g/ml<D 

[oiio] rftfcftu ^MJ5T#btifcg*{i, 
2«$ifl|-e, t Kd^A'jjxywjh.ip i/^^5 

OOpg/mlt Kn^l^y^^T&D, 2 4 R# 

HltJs^Tif^V^3 0 Opg/ml ill A.T 

^srH^Ltv^. tfta, :o4ri»ii, 101 
[0111] nmmm, -^irfc^-c, 2 b^f 

»2 4I$MI"C|&2 5 Opg/mirow^fc-SS.-O^. 
L^L&^ib, llM'J71-fc^T&4L/c:t Fp*/^ 

L , jiScttK^J £ ffl 1^ T IM^* 1 5 fc to 1 c 
^CBfr^W1-5fcfc(C^g^S4»ttl 6rag (6B# 
Kfe(^4mg) TfcSo B4d»b, t>L5U£0ij7W#:7 p -lr 
^£2*£8:4Lfc4&£fc:ii, 2 4 

I^M(75KSratT3 0 0pg/ml&j@;t3t?&5 5 iitt 



Cpeak width at half height) 

***Mffl'H££4ii3 tf-X©i:fi, 2 4i$lfflK>&41; 

*ftSfe> Zto&mti, 1 B llU&Jj-irilLT 

20 [0112] H ft ffl 9-10 

fUfe0ij9~l OlI&^T, 10A^*WL, 

4 «ro«SfftlMfc Lfcft£K***T o fc 0 Hl^ 

ttt Kn^/W^y (v^v^ K(Dilaudid) 4mgH#J£ 
2 ft) Jt^JCIO^T, 8 

rag(Z)S&t4t Kn^y W7Wv K(Dilaudid)4 

30 [0 113] S£WiBRTjC<D!k%l"</VZm7 
L, H*«9Xin 0©jfiLRi^A'ttia8l::lEitLfc. 
&S60IJ9-1 O&U5Jt«0lJB&VCroJfe*lill^l 2 
|Cf2«Lfc 0 Cftfi, ftiHTK>ffi9( (AUC ;Area und 
er the curve»B&) RtWiJfettO'b© £ Jfc(fcLfc!»JKB' 
I R ; %3DA9fttt (immediate release ) »(S§ 
(£I^^JItt) , ft*Jh&»& (C„ ) , 

[0 114] 
40 [* 1 2 ] 







(15) 








AUC 


%IR* 


T„„ 


28 


mmm9 


21059 


101 


4. 9 


1259 


mmu 


25833 


106 


4, 6 


1121 




20903 


100 


0. 85 


3816 




Mill 


100 


1. 15 


3 76 5 



* I R : 
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